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Amendments! the Claims 



Claim 1 (Currently amended]): A method for establishing a Rector packaging cell 

line and sufficiently increaaiijig th e production of viral v e ctor titeri |m the vbotor packaging eeH 

; | \ 

comprising: | ■ 

a) introducing a helper Virus into a cel l population to establish a pacljaging cell line, wherein 

; ! i 

• ^ 

said helper virus comprises domprising a genom e s e qu e nc e viral ritructurql prot e in s retroviral 

' : S 



: ; 

genes encoding virion structural proteins for retrovirus assembly i n combjnation with an internal 

; i 

ribosome entry site wkh -linkjsd to a selection marker and a nucleotide sequence, th e pres e nc e of 



which enabl e s a host c e ll to fe e capabl e of e xpressing an introduc e ^ viral fompononto to form a 

; j 

viral particle ao that aoid virril v e ctor may b e ass e mbled into the v ral particl e to form an 



i 

inf e ctious viral particl e ; and 





increasing virion production 


in said cell eliminating colls with methylated helper virua thereby 
b) selecting for helper vjurus-containine cells from step (a) ini 


which tjie helper virus DNA is 


not methylated bv crowing tljie cells in the presence of a selection 


agent tljerebv reducing the 


presence of methylated helper virus; 


i 



* . i = 

c) transducing the packaging cell line with a viral vector comprising |a packaging sequence 



and a gene of interest: and j 

i 

d) collecting viral particjles . 



Claim 2 (Currently amended): The method of claim 1 whetifein said 
selecting for helper virus-containing cells in which the helper virds DNA lis 



with methylated h e lp e r viru s! comprises : 



! 
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positively selecting helper virus which is functional. 



Claim 3 (Original): The mlethod of claim 2 wherein said selection is byf antibiotic resistance. 



Claim 4 (Original): The mjethod of claim 3 wherein said antibic tic resistance selection & 

i ! 

accomplished via ligation of |an internal ribosome entry site with is selection marker so that drug 
selection ensures promoter function in said helper virus. 

I 1 
Claim 5 (Original): The nqethod of claim 1 wherein said viral tiijter achieves levels of 1 .5 x 10 

cfu/ml in the presence of antibiotic resistant selection. 



Claim 6 (Original): The rriethod of claim 1 wherein said helper 

i 

viral production gene operabtly linked to viral promoter sequence) 
methylated. j 



virus comprises at least one 
ivhich i$ capable of being 



Claim 7 (Original): The niethod of claim 6 wherein said viral plromoteij comprises a long 
terminal repeat. 

Claim 8 (Currently amendedf): The method of claim 7 wheifein sai4 viral promoter 
sequence is the long terminal repeat iTR of aretrovirus. 
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Claim 9 (Currently amended): 

i 

c e lls with growing cells in the 



presence 



The method of claim 3- l_wfo srein safrd selection e liminatoa 

i 

of the selection agent positively selects for cells in which 



the m e thylat e d 5' lone terminal repeat of the helper virus is not ni(5thvlate|i4 JrR. 



Claim 10 (Currently amended): The method of claim 1 wherein sai<j selecting for helper 

! 

virus DNA not methylated e liminating m e thvlatkm is accomplish* Jd by treating vector producer 

i 

cells with Zeocin 5 AZA -G- ; 



Claims 11-13 (Withdrawn) 



Claim 14 (Cancelled) 



Claims 15-25 (Withdrawn) 



Claim 26 (Currently amended): A method for increasing the 



by a vector packaging cell u^on transfection with a viral vector ctmprishjg: 

: i 

decreasing the amount of inactive helper virus present in said vector packaging cell by providing 



presence of viral titer produced 



fa* the selection of non-mettyvlated helper virus-containing cells E limination of or pr e v e ntion of 
methylated helper virus . 

i 

Claim 27 (Currently amendejd): A method of claim 26 wherein said |step of dooroaoing 



selecting for non-methvlatedj inactiv e helper virus comprises th e istep of: ^electing for functional 

! 

e liminating methylation of helper virus. 
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Claim 28 (Currently amendeil): The method of claim 26 whqrein saiji step of decreasing 
inactive helper virus comprises the steps of: 
removing from a population of vector packaging cells, helper virufc with 5f long terminal repeat 
methylation. 

i 

Claim 29 (Currently amende^): The method of claim 28 further corrjprising the steps of: 
removing cells with inactivated virus by positive selection. 

Claim 30 (Currently amended): The method of claim 29 wherein saijd removal step 



comprises: 

introducing an antibiotic te-tp said cells so that cells with inactive 



helper yirus are killed. 



Claim 31 (Original): The method of claim 30 wherein said removal is accomplished by a helper 
virus with a picarao virus internal ribosomal entry site sequence ftllowed Jby an antibiotic 
resistance marker at the 3' eijd of the env sequence of said helper virus. 

i 

Claim 32 (Original): The rjiethod of claim 31 wherein said antitiotic resistance selection 
marker is Zeocin. 

Claim 33 (Currently amendejd): The method of claim 27 fm jther comprising wherein said 



inhibiting ef methylation ia accomplish e d by a step selected fronilthe groijip consisting of: 
treating ef vector producer cfells with 5-AZA-C. 



10 
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Claim 34 (Withdrawn) 

Claim 35 (Currently amended): The method of claim 27 whtrein saiji selecting for 
inhibiting of non-methvlatedlhelper virus m othvlation i s accomplished byja step selected from the 
group consisting of: 

ligation of an internal ribosojne entry site with a selection marketf (so that &rug selection would 
ensure promoter function. 



u 
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